Interleukin-18 promoter polymorphisms and risk of late onset Alzheimer's disease.
Pro- and anti-inflammatory cytokines play an important role in Alzheimer's disease (AD), and common polymorphisms of genes controlling their production have been shown to be associated with the susceptibility to sporadic AD. Interleukin (IL)-18 is a potent pro-inflammatory cytokine of the IL-1 superfamily, and increasing evidences indicate a crucial role for it in the pathogenesis of AD. To clarify the role of IL-18 as a potential cause for AD susceptibility, we investigated the effect of two functional polymorphisms in IL-18 promoter: -607 C/A (rs1946518) and -137 G/C (rs187238) for the risk of sporadic late onset Alzheimer's disease (LOAD) in a Han Chinese population of 109 patients and 109 healthy controls matched for sex and age. All 218 subjects were also genotyped for the Apolipoprotein E (ApoE) polymorphisms. The results revealed that both -607 C allele and -137 G allele were associated with an increased risk of LOAD (odds ratios/OR=1.56, P=0.04, Power=0.96 and OR=1.85, P=0.03, Power=0.80, respectively), and these associations were influenced by the presence of ApoE epsilon4 alleles. Moreover, they showed a highly significant synergistical interaction with the ApoE epsilon4 allele (OR=5.70 and 4.64, respectively). Examination of the haplotypes identified the -607 C/-137 G haplotype to increase the risk of LOAD (OR=1.62, P=0.003, Power=0.97). These findings suggest that the functional polymorphisms in IL-18 promoter may be involved in the risk of developing sporadic LOAD in the Han Chinese population.